Thank you for submitting your manuscript for consideration by the EMBO Journal. It has now been seen by two referees whose comments are enclosed. As you will see, both referees are very enthusiastic about your manuscript and favor publication.
Both referees recommend to publish the work as is. In case you have no further amendments I will be happy to accept the paper in its current form and proceed to production. Please let me know whether you still want to make changes to the manuscript, in which case I will send you the link for uploading a revised version.
I am looking forward to hearing back from you.
A major function of coat proteins is how they recognize cargo. Here the authors provide an exquisitely thorough investigation as to how coatomer recognizes its packaging motifs, in particular how the alpha and beta-prime COP subunits interact with sequences containing KKxx, KxKxx, RKxx and KxHxx motifs.This is not the first such investigation as the Owens group published first insights as to how beta-prime COP interacts with a KxKxx motif a few months ago. Nevertheless, that this study is very much more comprehensive and so very complete makes it mandatory reading for anyone seeking to understand coatomer-cargo recognition interactions. Some new findings are that both alpha and beta-prime COP interact equally well with most of the recognition sequences and that KKxx and KxKxx motifs bind to the binding site in a different conformation. The authors also investigate the effect of non-lysine residues on binding.
Referee #2:
Understanding the principles governing recognition of cargo molecules by coatomer subunits is fundamental to an understanding of trafficking in the early secretory pathway and has been the subject of decades-long investigation. The current manuscript uses eleven (!) high-resolution crystal structures (culled from a parent set of nineteen (!!)high-resolution crystal structures) to reveal the basis for recognition of C-terminal tails containing KKxx, KxKxx, KxHxx, and RKxx retrieval signals. As with most work from the Goldberg lab, this effort is meticulously executed, carefully analyzed, clearly presented, and very convincing. Importantly, the work presented here goes beyond Jackson et al. (2012) , taking elaborate precautions to avoid the crystal-packing artifacts that can otherwise obscure the analysis of alpha/beta'-COP:retrieval signal interactions. The results are surprising -for example, two very distinct modes of recognition for KKxx and KxKxx motifs, nonetheless involving the same acidic patches -and will have both intrinsic interest and practical ramifications for researchers who follow the intracellular trafficking field. Optimistically, this work should also set the stage for developing a better understanding of how cargo recognition and coat assembly are functionally intertwined. I am strongly in favor of publication in EMBO Journal.
